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^ #M 2002-186815 ^ ^- v : 1/ 

[m*^ 4 ] : i o $ *l s m^ie^j * ^r-r « it ^ 3 1 m<o yyf- 

o 

[If ^8] *<P&»f^*&»^7IBttO&Sfa&o 

[ft^si l) m<v^m • ^«jfflT»absw^t«i oifim<^g^o 

im^m 1 4 ] m?m^ : 1 -e^ $ ti& y \ j wm\\ t & l < faunas k 1^ 
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[ffi^i 5] »>\ sub. 0*. urajfii*. ftT&m, wm, %tmm, 
mm, mmm, wm, mmm, ^sm. m&m, wi, mam. mmrnt 

iii, hum, ^s*. f»m*^ mmm. mmmt 

[i^2 0] iE^iJ#-^: i-ea$tt*r5yms?!Ifcra-<>U<ti^l5fWtcra 

[if 22]' ,B2?ij## : it?^$tL&r^y m@e^J t ro— t l 

-cot 5 ;m.mm*!z&1r2>? fzl$Jr<DUfi"<y°?- Kfca- 

—COT ^ J msm Sr^i" & * K * {i-eco^B^ y'^ K 4: n - K-T * *° 
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2 5 ] @e^ij#^- : 1 T?fR $ ti%> r < j wm\\ t<m—i>L<tenn&)it~m 

OfStt.* & Ifc^ 4 tz it % L T & & T ^ b - v * feMM 0 

[mi&g. 2 6 ] w&m^ : 1 T~mz r ^ j wsm t m— i> t < j±nst8f k iwi 
-or 5 y wmn*^mir& ? >s*?Mi> l < \t^<om^^ y£tz\±z<Dm. 
<7)mtt<7>§&m & e#i- * 'fb^t/ it iif 1 1 ^ 7 > - fem 

Mo 

[»*i2 9] R^!I##: l-ca$tL*T^yKBay!lt|BI-tL<{±^KWtcR| 

[Wtf3 0] @e^j#-^-: i-e^$tt < g,r^ym@B^jtiwi-feL<fi|i®6«j^i^ 

[0001] 

[0 0 0 2] 

mmmittr-$> *) , Gl arrest. T^h-y^^fl^ DNAH«*$»tfc» 
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tv»4. p 5 3 ^ >/^jf#|E?B^ fc L-c^ffl -tOUtft 

. jffflJ&fitf*MbKMA,W< i:#x.t>tL^> 0 P 53 ^^Ltv^Iil 

K> tISp5 3mni:, iI«i^tt^nx-^»^, & 

^t^**, 4^, 42-46M> 1993^) ^Offc^Jb, flip 5 3li, fc/iifi 
fcjEttfcp5 3 (SJMp5 3) <Z>$§tH£3c7 jWCttfc < > tMp5 3gt 

P 5 3 t»4i P 5 3tnit:> Tffifcfc=f-*m&-t& z-ttm^ztix^z ( 

tva-^v, 12^. 1941 - 1952H> 1996^) 0 fMp 5 3 14, ^lltv^ 
tttt<Offij*fc.fc i)\t*<<}fr<D?'{7K&'frtiZ&^ 1 7 5f SOTK-V (R 
) ^t:^^-y> (H) Kg&Lfc^Mp 5 3 £^1-&7^A^>\ ftfc^afaPKv* 
fcV^HE^Jb* (4r*^-9— V^—f^ 55^ 5217 - 5221, 199530 0 
EL0VL2 (Genbank Accession No. XM_166355) (4, S. cerevisae OELO 
(elongation of very long chain fatty acids protein) 7t5'J — KltBlRlte 

0VL1-5) tcS-T^o EL0VL77^'JHi, 0t3fl£2 OJJLLOlBjl 

[0 0 0 3] 

[0 0 0 4] 

mLimmizwm-tz>i&&=f- (^isp 5 3mmmttt intu uelov 
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[0 0 0 5] 

(3) mtm^: ix~mzixzT$;mmm£m-i>L<imwmzfs\--<DT$ 

(4) 1 O-C^^tLSffiSffi^JSr^ri-^^iB (3) mmOT>^> 

(5) _hfa (3) IBIftOTV^-fev;**';** I'tf-^Kfc^LTfc&EaS. 

(6) • ^^jTab^_LfB (5) famog^ 

(7) _hffi (3) IBft^rv^-feV^U ^ ^ 1/ 1 f K ^ #t L t ^ 5 tils 

(8) **>^BfHT*a±!B (7) fB«O^Wf*> 

(9) @B^iJ#-^: l-Cfft**Lar^y»B2?!Ifcra-<>L<tt||Jt»^|BI-OT5 
(1 0) ±12 (9) &WM%m*tt\^Xi*'hWm, 

(id ■ mmMx$,2>±.m a o) sb«oe*> 
(i 2) ±is (9) ia«ott:fr*-MrL-c**i^wii, 

(13) m<v&wmx-$>2>±m (12) iBm^if^ 

(14) 1 xmzti&r^ sMmqtm~i>L<izmmmizFi—<DT 
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^ #M 2002-186815 ^ v : f 

(15) -lg#\ ?L*, ISfclS. 1trajft«. ASM, Wffi, fFM0> Mil*g 

, b^m^s. **, mwtm, ^nm, mmm, *?mm, mmm. m&mttmtia. 
®.mmx*&2>±& (i) , (2) % (6) ttzit (i i) mmo^m • mmm> 

(16) ±mm, %m, mm, tk&um. <ta*. jjfbs^ hexa 

, j*r#, ts> ttiifit*. mmm, mmmttza^ 

»M*-C**±IB (8) , (13) Ifctt (14) IBfOtil, 

(i 7) elovl 2^stt^Ra#-t^^ffl^^r-r^'fb^f fc«4*ott*-M- 

(1 8) EL0VL2OMI:fift5^S:tt-5ft^»$fettf«!)^^|r 

(19) ie^ij#^-: i^«**t*r^/mBB5iifcra-*>L<j±^c»w»=iHi---oT 

(20) mmm^r: i"?&2in&T<ymmmtm-i> L<imnm^m~<or 

(21) _h|B (19) fH«fc<7)X * V -=.ym&* tz\±±M (20) SSmo* 9 

(22) mm^: l-vmzti&Tsswmmtm-'i* L<i±mnmzm-<DT 
$ y mnm & -r & 9 > ? n t tz it osp^ k & 3 - vt & *° y * ^ 

(23) ie^j#-t: i-ea^tL^>r^ym@e^Jtiwi-^L<(i^K^tcra-^T 

W * ^ K ilrtir 2> i * #^ f & 0 <D ^ Rf ■ ttft*Q o * * u - - y ym * * 
(2 4) _hfE (2 2) IB*0^^i;-^>^ft$fcttJ 1 |B (2 3) fB*W>** 
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(2 6) Sa^m-^-: lT^$tL^>T^y^@2^Jt|WI-^L<^®Wtcra-<7)T 

(2 7) _h|fi (3) lam^T^^-fe^^^V^^P^-^K^^LT^^T^h 
(2 8) _h|B (9) Ifimo*rL#^^t-C^^T^h-v^<S»J> 

(29) ix~mztt%T$ym.mi\tffl-i>L<imm i )fcm-'<vT 

(3 0) sa^iJ#-f-: i-e^$tL^>T5 ymraJtPi-^ L< (i^K«j^|si-<7)T 

^ / m@B^iJ & &trt *> ? > > * * J? £ £ & ^ CD ^ K £ ^ - & # V 5? ? 
[0 0 0 6] 

«j^iwi-oT^ymis^j*^t-^^>^^« car* 

•9-^^i:*) o« (^a^tf, jff», ^;t«, hm/?#b 

¥rt$5«> mist^m, iiiffli, ffifflm, mmmm, 

^ sffsfc, smsat, m^) , umt, ffimmm, ^mm 
, 'Wmm, mmm, mumm, mmmt> t < imnmm, ttzit^tihmm 

nflxj^ ua, Mco^i (#k nn^, mmm, Mmm^t, mm. 
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m, ¥tm> m<oo, #m> m*. asi*. m, tm\M m> *m 
, 'hm , mm* 'km. mm, mr&%, mum* m&ml, m%, mm, 

[0 0 0 7] 

se^j#-^ : i xm $ *l & r ^ j mum tmnrnzm-vr * ; wsim tua 

;E?!l#^: l^*b3*L*T3>'BttB?!lfcifc5 0%£Lt, 03 L<ii&6 0% 
m_h, § fcSf £ L < fi^tJ 7 0 %£Lt, <£ l9$f$ L < l$%)8 0 %mjL, 

t < am 9 o %m_h, m. $>ftt t < ii^j 9 5 %j^±o*iratt*^ri-& r * s mm 

3-#t* * fc*KWiwfflJfo®ttSr^rf * 9 >s*9M* ZibWt Lv> 0 

[0 0 0 8] 

fl&ttm«if&t£& twiw » o . o i ~ i o om, ftt l < izm o . 1 ~ 
<omm., 9 >s*9 M<Dttm% ¥<D&M^mi*m% ox^x i> £\<* 0 

tUtuV-^ 707- 717W, 2000^tC|amo^f ^ii^^nmC^^^o 
«t^it^Ti^ 0 MMCIi, *§&W<D9>s*9n (m, EL0VL2) 

a^^^-sr^AL^iffljiaoiftju^fc, mmztifz&w m, mum*?) t* 
ugf^itia 19, ^n^o^wf^jt («> elovl2) oitji&m^«^tto5g 
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^ #M 2002-186815 ^ ^- Z? : 

*l&^^W^f (M, EL0VL2) <o^^ * ftrfziSMfc 

N EL0YL2) <omi&mmfcmim<onm*Mfe'vz&o 

[0 0 0 9] 

£*L&T^ymB2^J^lf £f*2MLh 0 0l@flJg> #£L< 

lil-30W, if* L<(il~l OiHSSt, L < (1-5) 

IB) 07^ yi^Lfc75 /SUEEU (D@H^iJ#-§-: l*C^$tLST5ygfeiB 
Blfcll 2£ii2MU: (^flx-kfl-l 0 OfKIjg, «JIL<(il-3 0«5g&> 
§f*t<iil~l 01S^S, L<t±ifc (1-5) 10) (07^M 

in l r ^ y miesnk ®@e^ij#-^ : l-cmzti&rs; wmm Kittz^ 2 mm 

± (Mx.^1- 1 0 OM^E. L<tel~3 ommm> 1&Z L<iil~l o 

mmm, z *> \,z&* l < i*& (i~5) «) or^ym^A$^r^ymsB 

1 0 ommm, l < *± 1 ~ 3 oM@jg> »* l.< »± 1 - 1 oasis, $ & k 
tt%L<izmi (i~5) a) <s>r^ /i?»7 5 ym-ew&ztifzT* smz 

t>$> 2> A -r << > i> St Kl%> o 
[0 0 10] 

zti&rz sw&zm*ttirz>* >^?MZte£#>t-r&^ ^%m-?m^h*i& 

?>s*?Mte, C&M&lJA'tf**/JU& (-COOH) „ #/Hj?*S/V>- h(- 
COO-) > T -5 K (-CONH 2 ) *fcfctx;*^>i, (-COOR) Ofaft-efc 
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iitxxr;H:fcntSRi:lt(i, Wiif, *^;k n-ynvf;v 
% ^V/ntf;K n-Wft^OC i _ 6 T)V*)vm, 0*x.fc^ v^n^y^ 
;K i/^nA^^/^ifoc 3 _ 8 v^nr^H, 011 xJ^ 7z-;k «- 

•x-'V-C 1 _ 2 7^;Hi L< (±« -1-7 t-ju &d tt -^yf-)V- 

C \~2T^ a rfr& t £¥<oc 7-14 77;K;vS, t?>^n ^ jvjr^-zs* 

! _ 6 7;^ y c 1 - 6 / y ^) T?fiMR$*iTv*;& 
..ttft<DT$sm<Dmm±<nwmMe matf-on, -SHU 7 5yS, ^3 

[0011] 

2 0m±, #*L<li5 0fflJ!SLt, $ h t L < tt 7 0 «JSl±, £ L 
< til 0 ft*>0£ L< 14 2 0 0MJ^±^T^ y^SB^iJ : l:^ri--i)^7 p ^- 
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«Ui (lifiK^ 1-1 01@||JK> L<teWL (1-5) 10) or 

1-2 0l@igj^ iUfiF*L<ttl~l O^E, $?>^$L<«m (1-5 

) i@) <dt< zizit, ^<DT<ymmmi l zitfzi*2m&±. w 

tt<{± > 1-201®^, £t)ifttL<tei-i ommm, £ off =£ l < & 
m. (i~5) i@) or ^ swm xzix, ztzit, ^<dt^ ymmm^^it tz 

< a i - 5 mmm) or^y m^) t ^ / $ ttx ^ r & £ v* 0 

[0 0 12] 

^l&BJ^fflv^^^^^y^K^c^M^^^^rv;^ (-C00 
H) . *mvWh (-COO") . T^K (-CONH 2 ) ZfzltJ-Xr 
(-COOR) (DfiStiXtb-oX i> £V> 0 

* W« ? ® t IWfc, C^^tC # v /l/* ( £ tz It * )Vtf* yl/-f) 

fcm&r~im.-2ftx^2> Nmmt s tkfo\HX"Wwzti&)&Ltzif)v# $ >m 

[0 0 13} 

it#$tL^m (m, i&mwi, mmwo ^mm. w. rjvjjv&mm.) ?£t*t<n^ 

ttii, mx.it, mmm. WAif, mm, v>m, ^t?mm, mm.) torn., 
*>&^itygmm. (Wz-i^ mm, yDift>a y^r^m, -^w>m> 
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[0 0 14] 

y;vrr-;MtJIS> 4 -^f;i/^>Xt F'j ;i/T 3 PAM#J3I, 4 -fc K 

„ 4- (2' , 4' -^h^x-^-tKn^fA') 7i/4r?/#JB 
> 4- (2' , 4' -^f^>7x-;V-Fmoc7Uxf^) 7x7^ry 

^ Kfii Ltii, DCC. N, N' v^nvf;v*;v^-f 5 h\ n-j^ 
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CtL^Hi:^?gtt>ffc^{±7-t^^M^»J (^JxJf, HOB t, HOOBt 
OB txxfH^v^fiHOOB t ^-^■f)Vt LX&bfr£sb&mT$ JW.V>Wx 
[0 0 15] 

N, N-^f-^^ATU*, N, N-y^W-bbT^K, N-^fJUf 
>MB> 7-fe h - h V )V, ~fu b i; ;v& £?C9 - h i; ;v|g > |^^^ gfrgg 

■r * > ofif*. «r^^+«-'ar»'S-jcii«giii<joitt«i*fT* ? - 1 & < h-^-rs 

«r*ft tic J: 0+#*«te-*fif*-5 it^|« 0 £J£&$^^LT& + 

[0 0 16] 

CT07^10tiSt LT«U #Jx.f£, Z, Boc, t -^>^-;v*^v 
/K Cl-Z, Br-Z, 7^>f;vt+y*JVJKxjK hV7^*nr 

*X7^f/ft-f;K Fmoc*f»t,W 0 
*;v^->^3feti^ Mx.tf> Ti^^xxrMt (0llx.«r> 
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;i/4^x^f;Hfc) > T9;v^r;i/j.^^;Hb (#Jx.if; ^>y^r^ 4- 

•fey ^OTKi^fi. WLii, ^XT-Mkt ^iix-fMki:iotnt^i 
a (Ci- 6 ) r;v#y-f;v^ ^>yM^Mt*<07n^;vs, 

K n tf ? t - £re& & 0 

f ny>o7xy^^tt7jctl^)§iSi: Ittt ^Jx.^. Bz K CI 2 - 
BzU 2-x>n^>^ Br-Z, t-7f ;V^Wiv^H, 

tX^XD^5r/-WiStLTIi, «x.tf, Tos. 4-^*v 
-2, 3, 6-f'J^f;M>-lf>^;wt-;K DNP, ^>^t^y^f;i- 
^ B unu Boc> Trt, Fmoc & F&m^btl&o 
[0 0 1 7] 

, 4, 5-f'J^nn7x7-;K 2, 4-y^fD7x7-;K ->77^f;v 
7;vn-;K AC^-Ma?*/-^ HONB, N-HFn^fy^^yU\ N 
-tFn^y7^HU\ HOBt) tOiXr^] % t*fim^btiZ> Q 

<oT$sm(Dm&ikztitzi><Db lt(±, Alitor. *fj£i-&y >mr^ k^jiv> 



ffiSE#2 003-3060872 



#M 2002-186815 ^ ^-v : 15/ 

v. e^yy^ tr^ 9 v > & ± * msMa, $ t^^t^-t^h; 

•7^y-;K ^*7-y-;K ^^^w-;k ^7?W-;k 

7 h\ 1, 4-7**>v>*~;K 1, 2-x^>yft-^^t , Oi-5^* 

rm^htiZ 2, 4 - y x > n 7 x - ;v§(if 1 7 x y - i i)B&3r£fr 

2 -jc^ y-y^-JK 1, 4 -?9 >yf t-^^ ^^TOflilC i ^ 
E§lWt:, ^bJcgHt^h V -7Ay#$u fT>^7^^:U7J^'JfeI 

[0 0 18] 

•f- K t C 3^?> * )Vtf* v ;P^co^K*^ «^ £ L £ * > * % £ tz l±Ufi"< 
KfctWIU Ctt^o^ fcli^y^ K^JbffiLfzJ: 7 
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[0 0 19] 

£-Jj£ft Kt&o T, & & v> {i^^^ffi v> If 7"^- r--tf 

v> ^ k u#& 7°^- k & l < {i r ^ j m t 1 

(DM. Bodanszky M. A. Ondetti. ^7°f- K • v^-fev^ (Peptide Synthe 

sis), Interscience Publishers, New York (1966^) 

(DSchroeder& X tfluebke, *f • ^7 9 ^K(The Peptide), Academic Press, New 
York (196550 

(mLmm&m, KMoiitm ahoho (197530 

(D&AttW fcitflWMfe 5 !^ &ft9^S8$SS& 1, 9>*9n<Dtt&Vr^ 205> ( 
1977^) 

d^cft^s«f, Mmm&<7>m%, mum, ^^f^> s;n»a 

v*mmm$.-r& it^tii>c ±ib^?st#^ tt^u^y'^ k 

^^t^ifc^t^^L, ^totT^ktLft^te, <&&o2fv£&&v>te-eti 
[0 0 2 0] 
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lfv»M4^-CJbotUv», $f 1 1 < tiDNA-C** 0 DNAhUli, 
MDNA, y/ADNA9^^5';-, HfifBLtoTO • «jfftA3|IO c DN A, 
ftr'iBLfcML • c DNA7^ "7*7 V ^DNAWf^^J:v» 

o 

totalRNAf tzitmRNAm^mULtzi><D^m^XU^ Reverse Transcri 
ptase Polymerase Chain Reaction (£JTF> RT-PCRffii:l6tt&) ICk o 

*l&^-efflv^tL&^ K«t*DNAfc LTW\ ^x.lf, @E^J# 

2 tiie^iJ tttt * D N A, £fcf±SB?!)#-i§- I 2T ; ^$tL^,m 

, 1iriBLfcE?!l#^ : i^£fr&T^ymfBm^1-&*>^»£*Kift 

KmM<D&M*^Tt2>?Z"*?M$:*- K-t-*DNA-C*tLtf-(SrtLO<>o-C^ «£ 
[0 0 2 1] 

@e^ij#-^ : 2-e^$*L&msie?)j^w* h y h fc&fTF^'f yy 
^x-ei^DNAtttii, Mxjf, ie?ij#-5§-: 2-e^^tt-5,^ie^!|i:^5 
0 %JKLt. 04 L<(i|fi6 0 %m_h. $ «b tc$f f L < Itm 7 0 %m_h > <£ 19 $tf 4 
V < 8 0 %£Lb. iClfl L < i£%0 9 0 %£JLh, ft L < iift 9 5 %£H 

±offlratt=sr^r*r &^be?ij fc-^wt & dna^ we v> s> *u> 0 

tf N • ?u — ~>y (Molecular Cloning) 2nd (J. Sambrook et 

al., Cold Spring Harbor Lab. Press, 1989) KfMRO^rfefc Jfl:|oT|r^ 7 
iWi&o 4fc. 7frflR0 9>fr?y-*rteffi-f 

h V >yxn^#tli, MxJf> th'J^AiS^l 9-4 0m 
M> 04 t <-fi& 19-20 mM-C, 5 0 ~ 7 0 *C. 04 L < 6 0 
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-65 TCO^#Sr^-fo f - h U * A 1 9 mMt^^ 6 5 r<D 

*3-Kt5DNAfcUli, 2 T^$tt^>mS@fi^J?r^i-^ DN 

[0 0 2 2] 

ADNA7^77'J- HuiELfcm • c DNA. lu ffi L tzWk • M 

W(OcDNA5'fr7'J £-j£DNAOv»T*i/Cfc £v\, 

Efll*-^ : 2 -eastt&m^E^J t^<i ^h'j^xvj. fcaM^T-rvw ^ 

r/;^|*a-KnDNA & D N A & if^ffl V> *l& 0 

E?!l#-§-: 2^$tL^>^@B^j^/N^ ^x-et&DNAti, utrfafcisj 

[0 0 2 3] 

NA^n-->^j; cri^ORIQ £ v> T tiu i *l h £ 3£ K^mM <D9W 
?Mt Hg-IBI" Z> m&&$> %> ) ^C3-Ft^DNA^)^a-->^tfc 
ttti, ^WO^W^Jt&ri- K-r&Jfi3feffi^JO— g|J5*«r^-t-*^JSfcDNA 

N A **HWO ^ S©- 8B**v>tt£Sgi$fc:3- rtSDNAHf 
frfeKli^DNA^v^iU^t^^^J N^-ya^Cio 
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9~.^n- — >^ (Molecular Cloning) 2nd (J. Sambrook et al., Cold Sp 
ring Harbor Lab. Press, 1989) Kffi^O^&fc if Ktit^Xft & 9 ^ fc*^S £ 

DNA^*S2^iJ<7)^m^> PCR. <2r&IO*y K tfUx^ Mutan™-super 
Express Km (SM^t (*) ) , Mutan™-K (SM^ (80 ) ^£ffiv>T, ODA-LA 
PCR&> Gapped duplex**, Kunkel&^O g#<2r£fl v^i-^tt^ Km 

£3' 3fe»«£tt»lR**.lL3 V>t LTOTAA> T G A t tzltT A G £W LT 

3*-K"fSDNA^?>a»fc-t*DNA»fM-*«J>)ffiU (n) l£DNA©fJt£ 
[0 0 2 4] 

^^^-tUI^ ^Jilfi*^^^^ K p BR 3 2 2, pBR3 2 

5, pUC 1 2, pUC 1 3) , ttffft^^^^ K (M> pUBHO, 
pTP5, pC194) , aW&3fc:/9*3 K (flk p SH 1 9, p SH 1 5) 

, /t*a.n«>4/w*fc£»©l&to*>f /i^fc^)^ p A 1-11, pXTK p 
Rc/CMV, pRc/RSV, p cDNAI/Neoft^fflv>U&, 

t±tltfflv^J|^ 5 R a 7°n^e-*-, SV4 0yn^-^- L T R 



miE# 2003-3060872 
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£*Ltb<7>9 CMV (^M hy 2fn^;vx) 7°n^-?-, SRa 7"n 

rp^-^-, lacyn^J'-, recAyn^E-?- APl^u^ 

SPOiyn^-^- SP027 p n^-^-, penP^nt- 

PHO 5*7°n^-*-. PGK^n^e-* 
-> GAP-/n^-^-, ADH^n^-^-^hW L^o &±&&dmm 
•e**«r^ti. #y^KV >^nt-^^ P 1 0 yn^-^-^OTi Lv> 

o 

[0 0 2 5] 

y*^;K #y AtfiD-y^/K sv4 0lltv^> (WT, s 

V4 0 o r i bW&fo'f%>m&&3b2>) Uv.^^^v^it^ 

fcnfrffc-r mfST. [y v h > (mtx) Bit] , rytfv 

(£J.T\ Ne o r £B&$rt&%^&£, G4 1 8Btte) IW^USo 
dh f rstfS^Jl^-^^--X/NA^^-#HJ|g^ffiv^Td h f r«fc?- 

»5fcfflHic#ira-t* 0 ti^xyx'j tTiit^-st^ PhoA • isyj-jvm 

OmpA • v^±;Ha^iJ>&if^ ^^^^-^JRW-CabS^ti^ a-T< 

&£-i±> mf a • /ubeu sue 2 • y^;v@e?o&£\ fii^ftffljfe 



mSE#2 003-3060872 



^ &m. 2002-186815 ^ ^- v : 

[0 0 2 6] 

x vx'J tTlfOMMi LTii, MxJ;f, xyx'JtT-3'J (Escheric 
hia coli) K12-DH1 (^ny-i;>^X • t^ - f ■ tvatiV • 7*f 
^ - • *7 • *M ol> WX • t7 • • a-x^x- (Proc. Natl. Acad. Sc 
i. USA) , 6 0^, 1 6 0 (1 9 6 8)] , JM1 0 3 i*?>(V7>r • TvvX 
• V •9—^ (Nucleic Acids Research) , 9%, 309(1981)], JA22 
1 Cv>~^;V • ^-r • ^V^a^- •>'Mtnj;- (Journal of Molecular B 
iology) , 1 2 0 3£, 5 1 7(1 9 7 8)], HB 1 0 1 /I/ • *V • * 

• ^tnyS 4 1^, 459(196 9)] , C600 [v^^x 
^y?.X (Genetics) , 3 9t, 440(1954)] fcifj& f ffiv>t>*L£ 0 

^fJ^If tlT{^ Mx.i£> /^/l/* • ^T^/l/* (Bacillus subtilis 
) MI 1 1 4 [v->, 2 4^, 255(1983)], 207-21 [W-f- 
;V • *7 • >M t^r ^ * h V - (Journal of Biochemistry) , 9 5t, 8 7(1 
9 8 4)] fc^fflv^Ji&o 

L X It , M £ HT , t';*n7^W -b V fcf i/ Ji (Saccharomyces cere 
visiae) AH22, AH 2 2 R~, NA87-11A, DKD-5D, 20B- 
12, v 7*n7/f^ *° > ^ (Schizosaccharomyces pombe) N C Y C 
1913, NCYC2036, If^rT h y * (Pichia pastoris) KM 7 

[0 0 2 7] 

^ftttSS (Spodoptera frugiperda cell ; S f jfflJJS) . Tri choplusia ni^ej 3 
lffi5|tOMG lflBlfo. Trichoplusia ni<7)0|3ffi$fcOHigh Five™», Mamestra b 
rassicae&5£0#fflJ^£fcf£Estigmena acreaffi*0*fflfl&*^**Mv*lbtt«5o 
^^BmNPV^it Mfi^-fbm (Bombyx mori N « ; BmNtt 

) •%¥tm^hixho ms tmmt trti, witif, s f 9» (atcc cRLmi 
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) , Sf 2 1» (m±. Vaughn, J.L. > • $f-f ^ (In Vivo) ,13, 213- 

217, (1977) ) * Xifim ^ 5> *L* o 

(Nature) , 3 15i, 5 9 2 (1 9 8 5)] 0 

myammtLxi*, m*.&, t«cos-7, vero, ^w--x/n 

A^^-«CHO (MT, CHO«tB&ia) , d h f r ift^&ffi^W- 
-XaA^^-IICHO (iikT, CHO (dhfr~) jffllfe i: BfrfB) , ^"7X 
LjfflSfe, v<7XAtT-2 0, *r*X5.xn— <7«Hj8&, 7>)XATDC 5 $BJ]&, 
77>GH3, tfFLtt^Mv^^ 0 

• tvat^ • TfJ7*< - • • y-Jx-yifjX • ;*-X • -9 s • jx-^^jl- ( 
Proc. Natl. Acad. Sci. USA) , 6 9t, 2110(197 2)*?V-> (Gene) 
, 17t, 1 0 7 (1 9 8 2)&^CfBm<^£&Kt£oTfT&d :t)i ? t^o 
[0 0 2 8] 

;l/ • yx^r^ -7^^ (Molecular & General Genetics) , 16 8i, 1 1 1 ( 
1 9 7 9)^ ^KSBtt^&Ktfco Tff * v^t #*"C £ * o 

B&*ftKmtkt&W±, ^ilf, ^VyX.^V.x'^*DV- (Meth 
ods in Enzymology) , 19 4t, 1 8 2- 1 8 7 (1 9 9 1) , ^Oy-r/ 
• *f • tVat;V • T # 7*5 — • *y • t^fx>y/fX • 3-7* • • 

-x-xxx- (Proc. Natl. Acad. Sci. USA) , 7 5%, 1929(197 8) 

aAiWIfi4fettfiA«:SJME»i-*K:^ ifjx.il A^/f^/ny- (Bi 
o/Technology) ,6, 47-55(1988) & ^Kffi^O^SactfcoTfi^ 9 £ £ 

o 

263-267 (1995) (^IrHttUff) . ^DDy- (Virolo 
gy) , 5 2t, 4 5 6(1 9 7 3)t:fBS^^t^v ifc^Ho 
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, flx.«T, ^n-^, f^frA V3t^i:\ Sit^tLT 

[0 0 2 9] 

ym^^tfMQ^M [5 7- (Miller) , v>-f-;V • #7* • j 

• 4 > • a cV^ra- s y— • yi^f-f y ^ * (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 

1 9 7 2] OmtL^o ZZK&mKX O^n^e-^-fc^J: <«jH£&;fca& 
K> ix.lf, 3 £ - ^ K V AsT 9 V /ugfeo J: -9 &^&l&;&nx.& «T i: § £ 0 

t±^xyx'j ^ rmm<vw!&, i&mitmigm 15-43 vx«m 3-24 mm 
i±^N*fj^ifoi^ ^mmisffi 3 0 - 4 0 °cx-m e - 2 4 n*ntfr& 

(Burkholder) [Bostian, K. L. fu^-'jy yx • Jr 

(Proc. Natl. Acad. Sci. USA) , 7 7^, 4505(1980)] ^0.5 
%fj4f<;Wi*tt'tZ>SD1&$t [Bitter, G. A. fc, 7*ny-^X.t7 

• Hf • iri/Bir)V • 7#7*3 - • • f/fXVy/fX • * 7 • Hf • .3. -J.* jr. 
- (Proc. Natl. Acad. Sci. USA), 8 1t, 5330 (1984)] if^ 
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~3 5VX&2 4-7 2mmn^\ ^wsDti^i^^niSo 

ace' s Insect Medium (Grace, T. C. C. , * f- ^ — (Nature) , 195, 788 (1962) ) 

m<7)pmime. 2-6. AKmrni-r^^mz^o tgmimi%%)2 7°cxm 

ience) , 1 2 2§. 

5 0 1 (1 9 5 2)], DMEMM [^nny- (Virology) , 8% 396 
(1959)], RPMI 164 Oigm, [v>-^;V • :*y*- *f • 7 ^ V il > • 

• 7Vyx-ya V (The Journal of the American Medical Associ 
ation) 199^/ 5 1 9(1 9 6 7)] , 1 9 9tg& [7n . ^-y . 

• y -*M je-t- -f • y * - • if • * n v# ;v • y t=-V * > (Proceeding of 
the Society for the Biological Medicine) , 7 3t, 1(1950)] & ¥ff 

m^bti&o pHiiii6-8T^iWLv> 0 mmnM^m3 0*0-4 or 

[0 0 3 0] 

, v v*-f - -A&xv/tit itmmim ^tizx^ * * l tz 
1 0 o TM %t*<Dwmm®.mtf^ttix\s>xi> £\s* 0 mmm.wz*>/i9K&fr 
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^ #12.0 0 2 - 1 8 6 8 1 5 ^ ^-v : 25/ 

[0 0 3 1] 

[0 0 3 2] 
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0 #12 0 0 2 -1 8 6 8 1 5 ^ ; 26/ 

*»9!«>^>^^*»i, fttfmmzHLx&^Kx vrntmsLimmtkmrnz 

-€-tti#*Sv^ifi#, «!3Wkfc^H«;#$^& 0 ##fc:RLTtfMtig&a&* 
4UUv^o 2 ~ 6 attfc 1 HTo, tf-2-1 0HI^^ft>tt^ o 

m x. t£v * * tn;#«OBi6 *Lfc«#fcJWR LftifcftftO 2-50 f^WH 

;V^^-f XDjffe [*>f (NatureK 256, 495 (1975)] }:fV^it^C 

t^l^o ife^1£«J^LT(±, fllxtf. #'JxfWJa-^ (PEG) 

[0 0 3 31 

-Wmmmmt LT«±. 0ttx.tf. NS-l, P 3U 1, SP2/0> AP-14 

ifoMLift^o#mjttm^tf f>tL^^ p 3 u i l < m^bti&o m 

~ 2 0 : 1 mmx$> *K PEG (fflKttPEGl 0 0 0-PEG6 0 0 0) 

^10-80 %mm<DmBtx~ffimz *l> 2 0 ~ 4 0 °c, l < « 3 0 - 3 7 °c 
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•?^<7)f^ tfiv^&^nry >ffi#^fflv^*t&) i/diynfr^A^ 

iry^in Ltzm^mmm^mx^i- £ Ht^t^^o aisuis £ n^mm-^m tvx 

te, a^'J K-v^4f t If t'O i a ^i^fflv^t iv^ 0 #ij 

1-2 0%^ flF4 L<iil 0-2 0%O^|&mJfiLtt*#tfRPMI 16 
4 0«i, 1-1 0%^4^JE]fiL?#£^tfG I T^ife (fD^foiWIII ($c) ) * 

^v^wry K-^»fflfcjfiLm^ (sfm-1 o i. B7kmm (W) ) & 

t^fflv^ifc^-e^^o Jg^Ef*. mi%2 0-4 Ot, L< ii;&3 7t 
T^^>o il#5H~33§^. L<itlMm-~2Mmx^>^ 0 

[0 0 3 4] 

(b) ^n«-f-;v^#offi^ 

^ey ^n-^-;i/^#:co^|ffim{i^ §#<2:£n ^ilf, ^nyj> 

* (m, deae) Kxzmimm. m&<bm, r^zim, $mm& 
fr*miu &&*MMz^xfofo*n&mm&)mwkm K^xn^d^t^ 

X%2> 0 
[ & y ? n - ^- 
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^ 4#M 2002-186815 ^ v : 

»4 40*^<0^*Jt^^«$^r-c«) iv>^, Miff, ^vjflLfijr^r^ 
^Wn^nr^A ^vT-^^mgJt^N-Zx^l^U &0. 1 
-2 0, $f*t<^l~5co#J^-e*7 p ;v$^r-?,^^v^ttJg> 0 

[0 0 3 5] 

*II9IT?JB fi& ? ? % t tz im^^ F £ n - & # y * * V * 
f-K (0IU DNA (JJIT> TJ'f -tV^jH'jJz^ l/tf KOKii:*^tlt £ 

> t tzi:*nxmztttoiQ*jM&6smt tzt±z<D~u*%-tz> t>^± ^**->; * 
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ffifftft> 3; /i(i^®^^@ffi«j^m*@E^Jt fzl±^r<D—U*^L^ iDNA^H 
gi£J« U#£fEffl & <DT&*U£\ v>-f *U7) T >^-tr *° V * ? 

ffililft&^SSS^j $iii<7)DN A^ffiMil) 0£3tt@B?iJ&&v>te 

^m*@fi^iJfc^J7 0%m±, L<ti^8 0%J^_b, L < (i^J 9 0 

& 0 *m£<DDNA<Dmmm.<n£i&&mm7ib, (-<) mmmm^mL 

tz 7 > f-fe y 7. *° v % ? v * ^ v<Dm&iz, *§£W<d ?y/*? n <D N*^fi £ 

t|^7 0%^±, #£L<i±i&8 0%m_h, J^jSPt L<(±^9 0 %JJUu 
£p£ t < (iltJ 9 5%^±OffiIWItt^^-r^,T>^-t>'^^V^^V^-^K^\ ( 
n) R N a s e H KX & R N AfrffiZlfefair & 7 v-f-fe % 5 V**f- Y<D 

. wtL<itms o%m±," .toiEf^ t<i±#&9 o%m±, **>«F*L<tt«j9 

o ' 

z^m-t sdna om.mmu \znn %&m®.m, t tz i*^- o-i^ ^ 

1-&T>?-fe>** 0 U j* * K) ^W^>tL^o 

7>ft^*«J^^*fKliai 1 0-4 0fl5gjK % JfiKiil 5~ 
3 OlPflj^i&^^J&Stl^o 
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: 2-e^$tt<5>m*@^^J^i-^DNA^c/^^^ , ; ^-rx-r&fco-c&tuf 

[0 0 3 6] 

m mm r n a omu £ titz m,m £*h*& w % # v * ? v * ^ k, & <t ws&ib <d ? 

>'*9 M MM R N A t W :/ V ^ Xi" & £ h £ & * * 1/ * 

K»±. ^^iCf^t?*^©^ >v**K3t^<03&S*riSf& • filial" & 

3 - KflWfc O R F i$IR**-lh 3 ' tt&HMRfffe. 3 ' V > K n - A 



ffiliE# 2003-3 060872 



^12 0 0 2- 1.8 6 8 1 5 V ^—5*: 31/ 

2 -r**i/-D-V ttv^ # V * ? h\ D - V £ 

, l^ilDNA. 2$1RNA, l^iRNA, S <b CDN A : RN A'U 7*V 
y KT* & £ 1 § „ $ <b K^mm V X ? VHr f - K ( £ ii^Ni^ U rf * 

T?Vi?>, V9V>*£) ZW^i><D, 

w\ ^; Vitrei; 5^>aat*-^r-j-*o*-cft<, iHi$tL^«otto« 



2003-3060872 
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^m^Ty^y^vxtv*?-}? mm) t±. rna. dna. 

»f|i$tt^m (RNA. DNA) -e&3 0 M^tt^mo^^Ii: LTf± 

«r J: »):*:§ fcfc<3fc-*-&, f Ltt L«tt***44?>7>f *>^«i©#tt* 

id LT^tt*§gtfWt?&#<fclb:ftT*5»K flflx-tf J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

* fni" & i 7 tcfft < *° v 'J y > £ 9 *° v * f - * > fflMt o^sfNffl * 

- K *«^»f<btL*o ^L/c&cDte. »**v*|±5 

^6<JlCiBg$tL7t^r^y J^V* ^ l/T-4r\ RNase4^ 
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o 

[0 0 3 7] 
[0 0 3 8] 

, ittmm, nmm, mmm, ibim, m^s 
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[0 0 3 9] 

(i) mm^tt't2>mmimmk&m<Dx?v-~>y 

a**. jfFR#s> hssm^ imm, mm 

t^-ei&o ttz, >/*?n<7)tS&*m.W-fZ>4t&®*tzi* 

( 

±IB** V --v^frftKfc^-cfi, (i) £ (ii) *>»*-fc$5v»T\ 

J&JKBfcJi fti&tt * g « x. v> - f - ;v *7 ;U *u V 
707- 717H> 2000^lC|S«fe^^f T^li -e*Uc!g D-?,tfet:toTitU 



ffiiE#2 003-3060872 



mm.2 002-186815 W ^-v? : 35/ 



±.m*?V --^^Sc^&^Tti. mz-lf (i) (ii) O^K^T. 
--Zm&LtzWi&t, (ii) *&W<D?zs;*9jt<D&$L^??-ilf*m>AZtitz 

& o 

± O£5£5£m#0 v> t> tt^, o a± tUtt, ^Ix.ll C 0 S 7 C H 0 

h e k 2 9 3 mm* t^mmmmmt l < m v> % *t& 0 ? v - - > 
mm±, mmftK§&mz&fzffi.mmmmmzi,<m\<*btiz>o 

js^-e^ miAttttu tt»»iiatu«[«:if*»*»fe> 

-LIE. (ii) <^»^fc:^>t*ll&imK«m4fettlBJ6i«*^®tt«r 
> _tflB (i) (DWi&Kit^X, m2 0%J2Lh. t<{±3 0%m_b. 
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[0 0 4 0] 

i\&Qo*tzi**:<Dft.^ 0Ix.«T. ^y"^- Y, #^7°^ KteffrfrflK & 

mt^m, gm&mw, mm,mmm, mmmmm, m^rnm^^, 
hw\2frtzik&®x*$>z>o mik&wwtM.tLxi*. m%zvtz^m^y^Y<D 

[0 0 4 1] 

, ^m<o^y?^^n^^<omm^mm^ir^it^mztz\,t^<D^, mtux 
%m, ±mm, %m, mm, msmm, &m.m, wm, mm, nmm, mmm 
, mmm. =f>nm. mmm, wmm, mmm, mmmztzimmmm* 
t*<Dm<vtem • ^Bfcfflt Lxmm-r2>zt&x&z> 0 ztz^ ^mM<v?y^?M 
vir%&itt<D$m*mM^&it&mztz\±z<Dm±, r*°h- 

Ltzrf^x, *$kw<7>#v v*i-Y (m, dna) ^.§&m<v?>^? 

yyjj&t Lxte, (iii) ■&%>W<D?y^?n*M!k1r2>mj3* 

mir&mm*-i%mL?zW}'kt, a v ) &,mt&®v>jf&T, ^wxm^btiz 
?>s*?nzm&i-%mt)Z%i-&Mmz^mLfzm&t<D}twizft7 z 

±miimzi$^x, (iii) t (iv) (Dm^zan^, mmu^-o^mm ( 

4) ZmfcLX^ ikWt-tZo 
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t tz it^t fi im c & K^sgsg?- & - 1 &x § & o 

mx.it, ±is (iv) <Dm&K&tf2>mtt<D%;mz, ±te (ho ^^t-jt 

-<T, &j 2 0 %J£Lt\ £p£ L < (i 3 0 %m±. J; *9 * t < lift 5 0 %&_tMF 
[0 0 4 2] 

*$£W<vx?V-->rm*y hit, *%W?m^bti&? >s*?Mi> L< ii 

^7-^- Ki4^%> ^<k^> «j$ffi$u mmmmm. mm®, 

rnxfomm., t*frhmi£tifzit&mztzi*^<Dm.x~$>v) , ^nggo^^/^ 

<D?y/*? K<d v£t£ £ & $ tz it ^ com., $s£ xf^mM <n 9 

m <d mtt<n$m * mw-t & it^m t tz a % ^ « ^ k^k, m x. 
m. %m, mm. m&mm, ncmrn, wm, mm, mmm, mmm, wm, m 
wtm, =f-sm, mmm, wvmm, mmm, mmmttzi^mmm^t^m^ 
m • ^wnt lx, ttzitT^Y-zyx^mmt Lxmmx$>%o 
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!&m. 2002-186815 - V ^-v 7 : 38/ 

/ 

[0 0 4 3] 

SftffliiMt&lttlU ftTa-itau Art&lttlU ttA&fttiH, AMSftttflU Mr 
i£ K f fifl/ftl" & i K J: o TSISi-r 2> 0 ffiltffl Ojfcte* tLTii 

[flk tfV V/W*- h 8 0, HCO-50 (polyoxyethylene (5 Omol) adduct 
of hydrogenated castor oil) ] & LT & «fc v> 0 iftti ttli, M 

Hf o^fflSSU Sittio til $ *i& o 

[0 0 4 4] 

±i mmum t tz mmnm ummm \± , m&i8.fr<o& j 3-m zz^ 
•cti, $s&u mm) (r>y/u) , ^w*^**w^$^ * 
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ttW<7)^#^J^^ 5-5 0 0m g> £ V) t>VmiMX~l± 5-10 

0 m g, •€-*>fll©jWJB' , C»± 10~250mg 0±SB<b^^^T$*LTV^ £ 

»l LV\> 

UM.W)ty v^^, 9?f v W, fy, h y 

, -Y;*> ^^O^-fc*-) K#LT«PttfcS;fcli^pfl9fc|fc 

»ft^**^tt-e-otto«:#*tt; toim, ummBs, «^*t<u 

OkgtLT) K33V>Tii, — BJeoi^b^i/iJi^.^^o. 1-1 0 
Omg, W-t L<imi. 0~50mg. i^^Kiifel. 0~20mg& 

1~3 OmgtE, SFi L<ii&0. 1-2 OmggE X *) L < tift 0 . 

1 - 1 0mg«j££**p5g£«|S Kettle «£ 0ft#^&Oj&*$aP3P£--e** o ti&Ogr$&j 

I0 0 4 5] 
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o 

• ±12 (ii) <E>5£*ifcfc;fev>xii, -^W^or//^I(ONSSI5?: 
[0 0 4 6] 

fcfr?~*<Di><DZm^Xi> tfttf^^FU b') 2 > Fab\ * 



tB!E#2 003-3060872 



^ #M 2002-186815 V ^-S> 

[0 0 4 7] 

m^mm, * o vxfv^ * o, j7^'j^7 5 k. '>'J3^u»ji, 
ttw^^o^ >^K**je*-r*ifc*»-cs*o l^Rj^fc 2 woe 

ttjttOllWEJCffoT*, tfc, rai^lwff^oT* iV^LNFfflii* e>LTff*oT 

tz, ^> y?-mz±&-&mmmz&^x, zwmmmtm 
Km^hfL^mm-fL^ iwh-c**^s»±«:<, *5fe«js*i^±$**^ 

[0 0 4 8] 

o 

mkm*<Dffl%tuwmz t *fomzMLx&&mzBUB$-&tz 
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#M 2002-186815 ^ : 42/ 



*^js^it^(F) faiktm&Lfzmmtfim (b) £ £53-111 l ( 

B/F^Ht) , B, Fv^-ftt^co^ifei^M^L, ^^*0*LHS^^*t-^ 
mie^#^-r^>S2tn:#:^if^ffiv^M^ ^l^iiL 
L T @ffi<ktrL# =1: JE afflfti* 0 

[0 0 4 9] 

tfflxJf, A£E XilE l~9 ^ * -T A / T y -fe >f J (igl&%fc. BBtF0 4 9 ^^t) . 

$m%.m] iM2m m^mm, BgfP5 1 stmt) > sjii^^h mst^ 

aijfeftj m 3 ISR) (IM##I£, BS^D 6 2 ^3&fr) . TMethods in ENZYM0L0GYJ 
Vol. 70 (Immunochemical Techniques (Part A))> |W|# Vol. 73(Immunochemica 
1 Techniques (Part B))> |W|# Vol. 74 (Immunochemical Techniques (Part Q) 
> I^llt Vol. 84 (Immunochemical Techniques (Part D:Selected Immunoassays)) 



miE# 2003-3060872 
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. Vol. 92 (Immunochemical Techniques (Part ElMonoclonal Antibodies a 

nd General Immunoassay Methods) K Vol. 121 (Immunochemical Techniqu 

es(Part I :Hybridoma Technology and Monoclonal Antibodies)) (JiIJt: N T%r* 

•tor, ^^^^^^'^K^^oitjn^m^^/i^. Mx.t«3i^ ?l 
•jg, uns, w&mm, &mm, ^m, jstm.m, mmrn, mmm, wm, mmm, 

[0 0 5 0] 

(3) itfSTl^iM 

^JfiLlfc^ (^x.{f> 77K v^X, t;^-; HJ> 
> fy, ^v, f-v/^v-Sr £*) £*J&t&:fc5&93<&* 

9Wtfz it^r<DU^y'9- K^n-mDNAt/dimRNA^ (aH*^ 
H#) + &<D"C KDNAiJtlimRNAOm 

& v^(i^©T^> fDNAf^limRNA <^>i#SjPab^> v> it^MM^ 

^yj^€-y 3 ^PCR-SSCPft (y/^y^ (Genomics) , $5 
8 74-8 7 91 (1 9 8 9^) , 7"n v-v^^X • • if • tvat 
^ • T*t*5 — • ^--T • -»M W X • :*X • (Proceedings of 
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the National Academy of Sciences of the United States of America) , W> 
8 6%, 2 7 6 6-2 7 7 01 (198 9^) ) £ tlZ X 0 Hifi-f * i t 

mm, %m, mm, msasm. ncmm, wm, ^mm, mmm, mmm, wm, 
mmm, ^m, mmm, wmm, mmm, mmm*i±teiLtmm*z<am"? 

[0 0 5 1] 

(4) rm^^v x?u*^y*^-fz>mm 

**WOD N A fcffiffitt U tDNA ©H««riq«W-r * -1 ^"C # * * 

r/A^ii/:w»DNA(?)ii (m> mmmm-m^, mmmmvzmm 

&>iff> 10. JFfMff> Jiaff. ffff. ttttff, Wff, fflmff, W 

fcttffiSLI&fc (flU *iMF. r*, -)v, 

if) K*t l -c &n w t fi#^n M nft-^-r %>z.t ifx* § h o i7m>7*' 

H*r-f;H:j;o-cS4^l^o xrn y ;Wfc LT^A^J tLX 

miiE# 2003-3060872 



^ #12 0 0 2 - 1 8 6 8 1 5 ^ ^~ v* : 45/ 

»r^^-fe>^#u^^w^-^Koi&#*t±, ttau&tu wm&. 

#y**V:*-^K«:8t#-*-*»*\ HlfcWfcj&A (ftl6 0kg) £i5V*-CMU 
-Hi:o|»7>f-fe>^#V){^ V*^-K«rj»0. 1-10 0m g t4t^o 

ft*t«, wm. Bmm. mmm. mmm, wm. mwtm, ¥&m. nmm 

rilRNAIi, 2&a<D-%& (m. Nature, 411#, 494W, 2001^) fcmCX 

'J^'f^lJ, Gfavyftte TRENDS in Molecular Medicine, 7#, 221K 
, 200140 *H1<0*'J V^^F^^iJ^^^^ftLT^it-r^ 

y 4?if >f a zmffi-r 2>a tKXo xBk&lr 2>zt &x- § a 0 o 9 ? % 
±!3o-SfIR n a * fctt y sj€if-f a fcjtfB^Bfr • r£^J Lxitm-tzm-S 
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[0 0 5 2] 

(5) *&m<r>tt&*tt'tz>mm 

m, nmm, mm.m, wm, mmm, mmm, ww.mm, mmm, mm 
^t^v> 0 ^(DXo^mmm.^it, mnttzmmu^Km-t^mt t 

. ^Mn&^<afc^&j»£ LTii. Mx.f£> &£f#k 

v^^, ffiHffittiR^ii, &t&£^j. &fr&m%k ffimmm, &m&u 
tft#t^ij^fflv^tL-i>teBco 7 xtt^> ttzizffi'&mKmM, wm^tzmiitirh 

CO— 5 0 (polyoxyethylene (5 Omol) adduct of hydrogenated castor oil 
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ffi&m, 7^M3-r^^im) , ask mmk w&k io^^n ( 

t frtfmtMXte 5 ~ 1 0 0 m gflJt. -e<7)^C0^JST'(± 10~2 5 0mgf 

• ^m<7>tzit>\ l z'mm-f2>m&Kte, ^m^^ 1 @tt it, mno. o 1 
-2 omg/k gfammm, t$tL<izo. i~i om g /k g^m^s^ 

^0tt<(iO.l~5mg/kg#m^Jg^, 1B1~5®@J^ 0£ L < 



ffifE# 2003-3060872 
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[0 0 5 3] 

mLxtezmo^® • rsieati rELovL 2<o^m.m^m^-r^\: 

rELOVL 2 0f&ftffi^JBfc;£^;Mfr&*&J li, ELOVL 2<7)?S14|5a#. 

. frsmfta, icita. sa> mm, nmm, mmm, wm, mmm, =f-sm> 

TE L 0 V L 2 <7)^ia#^M ZGir&jb'&m EL0VL2 <£>3&5t|fi# 

> m^a. ^sta, is, win^ msia. mmm, ^nm, 

mmm, fw> MM«*^(±ifiLM-»^^(7)^o^!^ . r 

[0 0 5 4] . 

(7) DNAfeiift 

#f§9!f*> Mtt<7)*H^<0 ^ f n - Kf ^ DN A (J£lT\ :£3PJ<7> 

(1) *^«0^14DNAt^{±^-<7)^DNA^^-r^^li Mt?Ll&^ 

(2) *t M«fLlft!fe*»yy«|ftJ»-C*>S» (1)IB*W>1&*K 

(3) YvM®®i)S'W**tz\*?7 h-^>-6i (2) fBm^S&^> fcitf 

(4) ^WftDNAJ /dif^lDNA^IU PifLIbtJ^fev^T 



ffiIE# 2003-3060872 
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K 8 «^^1>r) fc. V ^ v >7 A 'J^x^ya 

> Y^nr^/x^ya^ ^-x-f ^^^r>&> DEAE-n 

tWt^x ($IxJf. M^LT. C5 7 
BL/6^i, DBA2»^, »tlt, B6C3Fi^tt, BDF] 
B6D2Fi^i, BALB/c^t, ICR»^) *fc*49y'b ( 
fllx-tf, Wi s t a r, SDfci?) ft^iLVo 

[0 0 5 5] 

^HiOMttDNAiili, M«fLi&W^*^LTV^^:|§^<ODNA 

, 5&*££fc*>0, ^fi^te. tt«f<0#JlK tOli^(?) 

«&fc^#£CfcDNAfc£ , 3&*ffiV*ib*U ifDNAttiil^o 
ilfDNAfcLtli, *#**f&(B<^^^^jR*l&a$-fr*DNA«:*i* 



tBSE#2 003-3060872 
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o r iDNA zmyammx^m s^a-zo^-*- oti udn 

NA»^* Hr£\ dt^ffi Ktt^ v^f§§§ WDNA^n #®lii?Liij 

A^uDNA3>xb7^> (#k ^fmM%wm<o$m 

ODNA «r*5f&a-f & D N A&mm%W}%!) ZftBlr & CI § & 0 

[0 0 5 6] 

7— 1£, JM^ffi^JSSH^/ff, ^7f>Kl, K 1 O^J^K 1 4. 37-^ 
^Il^i^I I *U ^AMPt^^^^f^t-fe*/5 

A2fljmt£HiK ^"b^-fni/m^ (— J^tcT i e 2 fcB&$*U>) 
> tf'J »7A77 'J 7ATf/'»3 U (N a, K-ATP a s e) , 

-x-n7^ 7^ v YWM. tfuf-ar^jyi&ZTfl I A, p^n^n-r^ 
£ MHC^7^ I JtlJE (H-2 L) > H-ras, V 
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~>\ K-/<5 > 0 -7fc$tfbB£fjt> f»^t4y^-f (TPO) . 
KHafeSHT-l a (EF-1 a) > /?7??->\ a^3J;t>V ^^>>S§JL 
v>-^ill^J:^2. 5 J- 1 ; >&$i*>v-?*SC, Thy-1, 
HIIpTCT (VNP) , lflL»T^n^ KPrr>^~^^h. ^ 

(EF-1 a) O^n*-*-^ MY&SLTf—VYVp7*'f->'fU*-9>-it: 
[0 0 5 7] 

©3' Tift i:Mt^uHI^:J;^itl)l»o 

MU ML ¥W«> llifttft^DNAi3±0^I^SyyADNA7 

ttMum, itMiA^RNAJ: t)2:%\<D-%m-£ 0 ftfcfflttD N A £ 
HC^i: LT^#f^^^3& ? tb^^>o MttOitDNAIi, ±gBOJHBJfef 
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»®O^^T-€-OlE^jfflia*5 £ ^IKO^t tc^H^O^ttD N A . 
M Sr*l*f & o *H^©MttDN A * £»tfflsv» CI <D 

o 

[0 0 5 8] 

$ ttT £ J? , rt^tt^JE^ D N A «r<fe3if 2>ZL bK£ *) M^M 
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r«, jj§jM> mk^ wk, jum. t^jSx nmm, wvmm. mmm, m 

X$>h 0 

[0 0 5 9] 

# * >v<? ? R^mifePliF (dominant negat iveflUB) £J»9f-r & * & & 0 
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s-jb> ff»g> hums, kbr-^ j^m> ?m *it%& # 

[0 0 6 0] 

<d 9 > / ^ K & «t a* ^ffl mm <d tz $> <d m%) arwastm t%& 0 
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[0 0 6 1] 

(8) y v?TV hW}% 

(1) 2p:^ODNAWf&14'fb$tL/i^t: M<i?L»JE^m, 

(2) »DNA**V^-^-aMS^ (flU *BW&*<op-#?9 Yi/y—vm. 
fis?) «r*X*r * £ fc J: *) *«ttffc* *Lfc* ( 1 ) gffiftOlEttlllljau 

(3) *tv>fVV»ttt*S» (1) 

( 4 ) ^tf Pjt?U&« s ^ y «S&® & ( 1 ) ^SB«OE#«Hfl&. 

(5) Yvmmm&'wx'c&zm u) ^tfi^K^m, 

( 6 ) #3W<0 D N A tiVfmmt £ *Lfc& D N Af§m^£#E t b H&3U»8k 

(7) iDNA^^-^-ji^ (m, ±mn&*<op-if7? eat 
&T) *mxirz> ztiznn Tfmmtz *i> m v ? -afe^wfiwo d n 

(8) Msiuftw^yiwii^-c*** (6) mmm^ymimm, 

(9) y a* (8) m?M<v$F^ ym%mm> 

(1 0) m (7) ^faf^swc, ittM&fr&fcfi^u ^-^nt^o* 

i & t± ia#-r & -ft-^ t & « -e * * v - - v mm * m^-r & » 

[0 0 6 2] 
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^mzx ^^dnasb^ijo— uxit&uvmm^ ®.dna*mx* tztewmz^t 

[0 0 6 3] 

NAyffemt E S « t tz te*mn<D SyfTVYES mm t B&IBi" £ ) co^ft: 
^iJhtTfi, #ijx.ii\ glft£1-&^ Mffi?Lg/W^t--5>^^<7)DNA^^| 

Ht^£1-&^£i»tt:ii'f5i\ &&v>f£ l a c Z (p-Jf7? Yi/y-*£Mfclr 
). cat (^n7A7x- h 9 7 ^ 9 --tfiffoT-) 

& & v> (io. ^ v y m<D 4 v \ u yn>fr^mttv>i&m £ d n Aw>m ( 

fllx-tf. po 1 yA#Jnv^;V&fc*) £JfAU ^^7-t>-?>-RNA 
NA@e?<J&^-f&DNAi£ (JSlT, * x * - £: H&IB1- & ) . 

^^ODNAi^^v^i^o^^DNAifi^J^-Zn-yi: LfciHf WW 7* 
^r^W^ -ffeRKl&B Lfc*»W«> D N AJanoi£««*fco D N AIE 
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mmnm^ — jRwutti 2 9^oEsi«i$tLtv^^ 

i§f)ME S«^#t'&^t , (7)BKlT^Jx.lf, C 5 7BL/6v>)^^C 5 

7BL/6cD$^P^(7)^&£&DBA/2 £<7>35$l^£ ^ft/:BDF 

* (C 5 7BL/6 tDB K/ 2 b<DF \ ) Zm^TffiiL Ltz & <7>& t*i> MtK 

izmitX, C5 7BL/6 7-)X^fiC#^t% Z*i*m^X%h ftfz E S 

i~ £ £ £: "C-e Oat^fitJWS ^C57BL/6v^^tcftx.^>-^ tf»Smx$> Z> * 

[0 0 6 4] 

$> 19 ^ w-MKnmm,<Dmfc* m&z Ltzz tizz. v^mim^mittm^mm 

#m<7>*i^ X 19 *t ^ d t &X § & o # *t& E S MO^#m{iIE#^:0 
1 0 0 L^tf, tiO|^WtI«iiftf<7)|#±Bl^Ji^tt> E s$a 
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n = 4 o "*?&.?>») cs^n^-^^t-Sit^t tv^o 

sTom$mmm<D£o?j;Mm%y -< -v~m^±xL i f (1-1000 

OU/ml) ^TfcJW#;M&*#rt («F*U<»±, 5%^M#**. 9 5%^J 

#*U «ft«Ft:tt, h'J^»/EDTA»* (If0.001-0. 

5%h';^»/0. l-5mM EDTA, ^L<(i|j0. 1 % h 'j 
ImM EDTA) J: OJIMBUfrftU frfc^JB* Uc7 -f - 

*(D?j7<DMmzfrikZ*t&ZttfnSM-C&t) CM. J. Evans&mA. H. Kaufm 
an, (Nature) ^292^. 154H> 19SW .; G. R. Martin /Dy-f 

j >yx • • tyst;v • t^-t^- • *y • t^fx>^ . ^-.x;^- ( 

Proc. Natl. Acad. Sci. U.S.A.) H78%> 763<^ 1981^ ; T. C. Doetschman 
7*U*J~, mS7m, 27K. 1985^] , *%W<DE S«£5Mfc£^T#«b*l£ 

[0 0 6 5] 

^^DNAI&S^t Mft&JMlH*, »OmRNAf^^MS: 
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fc^-^fr/W^-^>)^ EMU f: £ f i v * * KmXL, m 

y -7 ^ T h mct^fi^o 
#3PJ! O D N A V v >7 T V Y $ titz mm it . ODNA±^/i{i-e^ia 

7vT<i *-±ODNAI£?iJt. ^-y^f^ > ? -K&mLtz 

^*7* &%:<D^W<V D N A^OS^itOD N ASe^lJ t £ 7^ v - 2: L£ 

*§-£-J±^ stfe^lwjai^A H 19 „ *3&9§o D N A OTiitHfc $ tt/im^^ ^ 

tzimmm^xL, i^mLfz^^ym^m^m^^ttzm^ ym%m^}^>^ 
K^mrr %>o ftm $ fitzmm i$jei% wdnam^ o« t x^m ^m. 
m l tz^mm <o d n Am * & -z>mm t <om%fr h mj& £ ft %> * * ? m^jr- $> %> 0 

[0 0 6 6] 

i~^#f=fc MiSfLmtf^Jt^T, m^nnm^k.KX. l)^iODNAIt 
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«Ht££E'*-£ i J: f) , R^i&ftDNAfcJr*-***^ =f- h££^y- 

©dna wm^b $ tt 7t * t h mzmmmmm it N odna 

[0 0 6 7] 

(8 a) ^ODNAO^Ii/^^iBf^^^ttM . ^Rfr3fr 
mklt&Mt LXit, ^~f"f- Y\ r/;^, ^^/f FttM, 

«»m$u »«ifii«ft«ittjft, jflLidft^** 
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[0 0 6 8] 

m, mmm, in, wi, mmm, mmmttz^mmm 

-2> o 

®^^^)-h|B^m^^ 1 0 %J^_h, # £ L < tijfe 3 0 %&±, J: ^ £P£ t- < 

? v > mmx%b fttzit^m^m.^^. l-cv>t & «t < > mit-a-t? 
mm±mt^o (fliAtf. mm, y> 
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* i; - - > mmx*n h titzit&m * tz & -eon &^rt & mm »*, mis 

JiBi?LlW (flliUf, «K?K S^Mr, fc^S^ -f*^-*j 

^b^wt^tt^o^oig^fitt, **afeak«u S-^iu h&i^cj: 

mg, jfiL<tt*lil. 0-5 Omg, J: W£ L< lift 1 . 0-2 0mglft# 

4^J:ot4*a:4^ ffl&wr. Kfb#*^&aWJo^^#lftA (60kg 
fctt) 0|L*m#^S#"t*»^ -Bfcoi^fb^fcjftO.' 0 1-3 0m 
g@Jg. $?£L< Jii&O. 1 -2 Omggl, J: OfcPS L< JiifoO. 1 - 1 0 m 

gmm^mm^m^x Ds^tso^iis^io wti©^^ 6 o k 

[0 0 6 9] 

WiE^F 2003-3060872 
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- 4?atte?- (lacZ), Br^ttT^^'J 7*^7 7^*— tf«fe=Fi^«±^->7 
IfatfeT- (1 a c Z) "ClKfeLTV****^ *3fc, *HiO^ 

-#9? h t'yyy if (x- g a o <D£d% p-tf?? Yz/y-wmmt* 

Att«t (PBS) -Cifc^ X-ga 1 **tr»!fe«fe, &fi*fc»i3 7 c Ctt£ 
T?> #7 3 0 5-4rV»LlWFBIEJi&$**:^ I»^lmM EDTA/PBS 

£ tz it RE#-T & * fc^&T?* & o 
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^ #® 2002-186815 ^ ; 

wzv^o i^ttitii, mxj*. &s*g$m ttm. *;>m> H^b 

o 

[0 0 7 0] 

mmm, nm, mmm. ^nm, mmm, fwi, wmm. mmm*im*mm 
^ ? y - - > ^&-e# fLtzit&m $ tz i$*<dm. & isigti, atria 

JiffifLHitJ ($lx-ft 77K tM^K ^-9-^ t7y, * 

v. -f*, |:MLtt4t-5ui:^i4 0 

ft^»s:«piS4ts^ — *£wkj£a (#16 okgt it) mimBM^ 

£v>TH\ — BKoiptfb^&^o. 1 ~ 1 0 Omg, L< Itffil . 0~ 
5 0mg, J:0»iL<l4j»l. 0-2 OrngtWo ilP95i:^ni 

x. (i\ #§&HJ! ©DNA ^/n^^- £ MF**- * * mm ^ 
•ca#J*A (6 0 k g IT) ®*UML#fci5fc5--*-*»*\ — B fco#Rft<frto 
fcftO. 0 1~3 0mgm ^L<(^0. 1 ~ 2 0 m ggJS. £ «9 SF£ L 
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6 0k gMteQKm#Ltt*&&'tZ>Zb&'X?%2>o 

[0 0 7 1 ] 

^ra#^4sv>r. i&^r^ y^^^^B&-^-e^i"^>^^ iupac- 

IUB Commission on Biochemical Nomenclature lz X •£> Hg-Sf-& & ^HM^fcfr 



dna : 7***$";s*aRB* 

c d n a : ffimr* * v i ; tf&m 

a : rr-y 

t : ^ > 

g : rr-y 

c : v h v > 

rna : y ^Jgfflfc 

mRNA * v^yJ^-V^Wk 

d AT P : T't^ryTf/yyH'JVi 

dTTP :ft^rv^5y>Hr/i 

dGTP :m^7yy>H'j^ 
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dCTP 




ATP 




EDTA 




SDS 




G 1 y 


: v> 


A 1 a 


: r^-> 


V a 1 


: /ti; y 


Leu 




I 1 e 




S e r 


: -fe v ^ 


Thr 




C y s 




Me t 




G 1 u 


: *f)V9 ^ >^ 


Asp 


: r7^7^>§ 


L y s 


: y 


A r g 




H i s 




P h e 




T y r 




T r p 


: h i; 7° h 7 T > 


Pro 




A «i n 




G 1 n 




p G 1 u 


: en$Oi/* ^ y%fc 


Sec 


: -bl/^y^f > (selenocysteine) 



[0 0 7 2] 
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Me : ^ 

E t : 

B u : 

Ph : 7x-jvS 

TC :f7/ , J^-4 (R) K* 

Tos p-\> )Vx.V7,)V7 * —)V 

CHO 

B z l : ^^v;v- 

Cl 2 -Bzl : 2 , i?)l> 

Bom : 

z : ^ > v jv* v ^7 

C 1-Z : 2 nn^y -J)\/* 

Br-Z :2-ya^>W^y*;^-JV 

Boc I t-^h^y*^-^ 

DNP :y^hn7x^;v 

T r t : h V^fr 

Bum : t-7*h^y^f;V 

Fmo c : N-9 -^^^-l/— h^v*;l//-J?^;i/ 

HOB t : 1 -t KnJf^^yX h y T V — 

HOOB t : 3, A-VM Kn-3-b 

i, 2, 3 y r>*> 

HONB : 1-t Kn^y-5-/M;^>-2,3-y*iV*>y^ 5 K 

DCC IN, N' -yy^n^y;v*M^n' 



[0 0 7 3] 

ELOVL2«7</W^fo 

mnm^- : 2 d 

1 1 fc%> T ^ J mMM*%1-& ELOVL2^3-Ftl.DN 
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A©ja*iwi*^t. 

CE?iJ#-t : 3 ] 

cibw-^ : 4 ] 
mvm^: 5] 

OK?!!*^: 8] 

: 9] 

CSfiSW-^- : 1 1 ] 
CE?!!#-5- : 12] 
Cls^J#-^ : 13] 

[0 0 7 4] 

KGfifcm 
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(1) 3E*Mp53***-<Pfl*& 

#&Ilp530«iIRi§$&3 K^ATGOA^t>Sfex.r524SBO«[ai*G^e>AtCttJfeL 

5) £^MLfc 0 Bam HI- Eco Rl^-f h W&Mp53 (WTp53) (Genbank Access 
ion No. AF136270) &pcDNA3. 1^9 9 - (Invitrogen) ^<a*&* % pcDNA3. 1-W 
Tp53^ * * - £ <^pcDNA3. l-WTp53^ 9 9- t Lt, _bfB 2 MilO 

^-f^-MU QuikChange™ Site-Directed Mutagenesis Kit (STRATAGE 
NE)«rfflV^Tae«h>53 (MTp53) Ws^SrfERLfco ^W/nfa-^H: 
t£o£o dtLfcBamHT fcEco RI-TffWRB^&SU l^@£ftT«S L fcpIND vect 
or (Ecdysone-Inducible Mammalian Expression System (invitrogen) Kvfoit) 
&^&<^ pIND-MTp53 vector =H#fc 0 i <7)^Mp53(i, 175# S <D T ^ J &E 
W\ T/Mr-> (R) ^f>liXfi;>(H);:lIUv^ 0 3>fn-;^Lt 
g^Mp53*tfcT£pIND vector K&*&^plND-¥Ip53 vector & MM Lfz Q i> 

9— tf) tL/cpIND-CAT vector (invitrogen) ^^ffi L/c 0 

[0 0 7 5] 

(2) Klll!p53jt^?^1N«jtimo«% 

p53**X* L T v> & JHfTTd^^A^ ft 5fejiffiJ§&$cH1299 (ATCC) * 6cm v * - V K4 X 105-ji 
»SU — Bfcig^L Fugenee^rfflv^T, iityn fa-;l/^v\ _t|2 (1) 
"e#f>*L7tpIND-MTp53 vector. pIND-WTp53 vector, pIND-CAT vector pVgRX 
R vector [Ecdysone-Inducible Mammalian Expression System (Invitrogen) 

tco-transfectionLfco 4 is"* (GIBCO BRL) iiZeosin (Invi 

trogen) K X *) > ^tL^tL<7)itfe^C0#A^B^^H1299-MTp53, H1299-WTp53, £ 
iO ! H1299-CAT*amL^o £ ©££S&3M*«\ 5^McOMuristerone A (Invi 
trogen) Sit?, Zti^ti, MTp53£ Wr&ZO&ffitf$m%*i2> i t fctp 
53#i# (Oncogene) ^ffl^T')x^^>'7nyf r/ L fco 
[0 0 7 6] 

(3) GeneChip^Pf 

^MMp53 Ciot £ tl & *mhfr^-fZ>tzl&, 5^M Murist 
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erone A£$sM^ 48B$P^OH1299-ffip53> H1299-WTp53> H1299-CAT^?>P*L 
fctotal WkZU^t U GeneChip (Human Genome U95A, U95B, U95C, U95D, U9 
5E; Affymetrixtt) *m^XfflK=&mffiffi*ft<otz 0 ttz, 23S£<3jE#i&itife 
^WlffiStLfctotal RNA (^1) SrttJH-fcU H»fc«fc^5mflWf*fTofc 
o Hiltfr&ti^ AffymetrixttO^J^^I (Expression analysis technical 
manual) i^t^o fc 0 

^#IMp53<^f§m£MSL*:H1299iS» (H1299-Mtp53 (48hr)) 
v>T> ^^Mp53C0|&ii^#S LfeH1299«BJ!&* J: W&TOf&^fcgN* t £H1299lffl 
)& [H1299-Wtp53 (48hr)^J:^ H1299-CAT (48hr)] KJfctfcU HSL^&OLT 

^ii^<0Mi«»Tt*ofc (^2) o 
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[*1J 





Clontechd 




Clontechlt 


mm ' 


BioChain Instituted 




Clontechd 


>b-W. . 


Clontechlt: 




Clontechlt 


urn 


Clontechlt 


IFFK 


Clontechlt 


#n 


Clontechlt 




Clontechlt 




Clontechd 


Mr 


Clontechd 


£in 


Clontechd 




Clontechlt 


lftiR 


Clontechlt 




Clontechlt 

V/ 1 V JLE ( vvll | 1, 




Clnntprh4+ 

i-* i till i Ul/iixx* 




Clontechd 




BioChain Instituted 




BioChain Instituted 


*s 


Clontechlt 




BioChain Instituted 


mm 


i 

Clontechd 
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[t2] 







ND 






ND* 






ND 






ND 






ND 






ND 


mw 




ND 


MB 




ND 


BB. 




ND 


mm 




ND 






ND 


m 




ND 






1.5 






2.5 


mm 




ND 


TTj/BK 




ND 






ND 






ND 


mm 




ND 


±m 




ND 


=f-n 




ND 






ND 






6.6 


H1299-Mtp53 


<48hr) 


2.6 


H1299-Wtp53 


(48hr) 


0.9 


H1299-CAT 


(48hr) 


. 0.8 



ND; not detected 



[0 0 7 7] 

2 

t: h ±M&A;,$L-t) t A,& X V?B&As%m,K&lf2> E L O V L 2 m^^A<D 
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KYitn#^%W/*&ZXmtfAJm&&todm (Biochaintt) 
A±M, £V?BmM&mirst- strand cDNA (Clontechtt) *mW.b LX 

m^m^r: 7) fcffl^TPCRBOSSrtT? ZtiZX *K ^^Mi: jE^a^T-OELO 
[0 0 7 8] 

(1) myom^M^? ?-<Dmm 

Genbank NM_017770&cffif^ ftx v^ELOVI^aHST-cDE?!! t T 2 #|g<7) 
79 (Sgty*?: 8 * * WE^I** : 9) tflsjfcU pyrobest DNA polym 

erase (SSiS) ^^X5/uM Muristerone A&?^;&nLfcH1299-MTp53 frbMgk 
LtzcDMZmmt LXFCRZ'ff^DimifrZnfZo iO»^?»f^«J:^pCDNA3.1 
(+) plasmid (Invitrogen) f&lMg£#EcoRV:i3 J: tfNotrc$JWf U TaKaRa Liga 
tion Kit Ver.2 (^7Ki) £ffiv>T^£-£\ ^tut:^* $ KDNA 

#^^7"9^5 KSrffltBLv-^.!.^- (Applied Biosystenrf±:ABI3100) * 
JBv>T-f htt^OdjttBfllfclWEU Wf*fflflaim^^^-pCDHA3.1(+)- 

EL0VL2=Sr#^Lfc o 

( 2 ) elovl2 ans^n <£ & mmmmi^ 

W ^)V-?V-Y\z^ }±Y%i}^mmWMTI (ATCC), t hW^«^H1299 ( 
ATCC)«rl.lX105flro#«U — !fe««H&. FuGene6 (Roche) Zm^XfattV? 
n h rz - )V fcfi£v\ _L|5T*# <b *ifcpCDNA3. 1 (+) -EL0VL2*5 £ tfpCDNA3. 1 (+) -LacZ 

(invitrogen) SrSALfco — tt«F*8L 5>Jt*"r<f V> (Invitrogen) 

^>*miiLtzigi&x3mmmffi.*i&mLtzo ?Bsxmm&, loxftt? 



tn®E# 2003-3060872 



&m 2002-186815 M ^- v • 74/ 



13. ^ i; ^ * ;w*^f tW^h (SIGMA) (?VX? ifi\Q%\z & 

~f V *r - v a > (Media Cybernet ics*±) "CiBJg L ft 0 

MCF7«^pCDNA3. l(+)-LacZ=Sra»AL^O®j«Srl00% fc-f* t 
, pCDNA3.1(+)-EL0VL2S:*XL7t»Olf«l±170% (P<0.01) Tfcofco H1299IB 
H&KpCDNA3. K+)-LacZ£2»A Lftl£<7>®a£l00% f& pCDNA3. l(+)-EL0VL 
2£$ALfc#O®«fil30% (P<0.01) t?£>o£ 0 
[0 0 7 9] 

WNLZfc&f-OYtf h ~ is* KJ&te-rmmZffiffi-r&fz® EL0VL2T >f-fe 

1 1% se^in-^- : 3 "C^$ %t%> &mm$ km-t & r > f-t > * (se*«^- : 1 

0 ) £lttH&. phosphorothioate^k^- y =fX ^ V*-^ K£-£j& U HPL CmU 
LT^A^Ifc^fflv^c (Amersham Pharmacia Biotech) 0 n > h n — 'j rf;* 

* i'*^ LriiEyij#-f- : i ox*K2fc&i&mm<D i )s*--xfflM (mm 

f : 1 1) SrlWI^Kphospliorothioate'ffcU HPLOfM LXM^tz (Amersham Pha 
rmacia Biotech) 0 

m>A1ftB lzi.5Xl04m<Dmffi.*24'y Y (Falcorifefc) l:|lL/; 0 * 

V^f* K^U~f±01igofectAMINE (Invitrogehfr) fc-ffiJB U ^-fu 

Y^-JVbztit^fzo SA^20^Kt?RNeasy mini kit (Qiagentt) (D/nfn- 
;WCt£oTRNA£J4fctiU TaqMan Reverse Transcription Reagents (Applied 

Biosystemtt) £fflv*T c DNA&ffi$kLfz 0 2^<D^fy^^- (@B^!l#-^ : 1 
2*3iO f gS^iJ#-^: 13) *fflv^TEL0VL2sl<5T-^ll^a:^> tfcflTjEOfcfcfc 
TaqMan human £ -act in control reagent (Applied Biosystemtt) ^ffi^T^T 
>Mi*I^ii:tU ABI7700 (Applied Biosystemtt) 7-a7/H:tt 
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V^PCR^tf o £ o EIX)VL25tf^6D|§31* «r * Jgi" £ IC * It * RJE&ftO 

fejftfi« SYBR PCR Master Mix (Applied Biosystemfcfc) £7.5 p U -hfBT?iI£& 

(msm*: i 2^iTOjft: 13) fc^o-s^iu:** id ntn*., 15 

^10titL/: 0 PCRHJ&ii, 50*C2fl\ 95X310^^ 95°C15#\ 60'Cl#O-9- 
H i fr-Cell death detection ELISA (Rochett) *T3>hn-^'J =fz£ 

*<9*t*. t>^*>a*v =fmxmomm^Eum2(D^ (rna) 

hu~;v 0;^-*) (100%) &cj£^56% L 

Tv^fco ttz, ^Af£ 3BS T?<0 7#f-y^lin> h n — ;i/ (100%) KJfc^ 
10%^itJDLTV^c o 

?E £ <T CL t tmU Zti?z 0 
[0 0 8 0] 

fg> Wf«. twr&ift*, m^s, jfhm, flije*, 

, msm, imm, wm, mmm, *nm. mmm, ¥ 
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[0 0 8 1] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Preventing and treating agent for cancer 

<130> B02210 

<160> 13 

<210> 1 

<211> 296 

<212> PRT 

<213> Human 

<400> 1 

Met Glu His Leu Lys Ala Phe Asp Asp Glu He Asn Ala Phe Leu Asp 

5 10 15 

Asn Met Phe Gly Pro Arg Asp Ser Arg Val Arg Gly Trp Phe Thr Leu 

20 25 30 

Asp Ser Tyr Leu Pro Thr Phe Phe Leu Thr Val Met Tyr Leu Leu Ser 

35 40 45 

He Trp Leu Gly Asn Lys Tyr Met Lys Asn Arg Pro Ala Leu Ser Leu 

50 55 60 

Arg Gly He Leu Thr Leu Tyr Asn Leu Gly He Thr Leu Leu Ser Ala 
65 70 75 80 

Tyr Met Leu Ala Glu Leu He Leu Ser Thr Trp Glu Gly Gly Tyr Asn 

85 90 95 

Leu Gin Cys Gin Asp Leu Thr Ser Ala Gly Glu Ala Asp He Arg Val 

100 105 110 

Ala Lys Val Leu Trp Trp Tyr Tyr Phe Ser Lys Ser Val Glu Phe Leu 
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115 120 125 

Asp Thr He Phe Phe Val Leu Arg Lys Lys Thr Ser Gin He Thr Phe 

130 135 140 

Leu His Val Tyr His His Ala Ser Met Phe Asn He Trp Trp Cys Val 
145 150 155 160 

Leu Asn Trp He Pro Cys Gly Gin Ser Phe Phe Gly Pro Thr Leu Asn 

165 170 . 175 

Ser Phe Val His He Leu Met Tyr Ser Tyr Tyr Gly Leu Ser Val Phe 

180 185 190 

Pro Ser Met His Lys Tyr Leu Trp Trp. Lys Lys Tyr Leu Thr Gin Ala 

195 200 205 

Gin Leu Val Gin Phe Val Leu Thr He Thr His Thr Met Ser Ala Val 

210 215 220 

Val Lys Pro Cys Gly Phe Pro Phe Gly Cys Leu He Phe Gin Ser Ser 
225 230 235 240 

Tyr Met Leu Thr Leu Val He Leu Phe Leu Asn Phe Tyr Val Gin Thr 

245 250 255 

Tyr Arg Lys Lys Pro Met Lys Lys Asp Met Gin Glu Pro Pro Ala Gly 

260 265 270 

Lys Glu Val Lys Asn Gly Phe Ser Lys Ala Tyr Phe Thr Ala Ala Asn 

275 280 285 

Gly Val Met Asn Lys Lys Ala Gin 
290 295 

<210> 2 
<211> 888 
<212> DNA 
<213> Human 
<400> 2 



ffifE#2 003-3060872 



#12 0 0 2 - 1 8 6 8 1 5 M ^-v : 78/ 



atggaacatc taaaggcctt tgatgatgaa atcaatgctt ttttggacaa tatgtttgga 60 

ccgcgagatt ctcgagtcag agggtggttc acgttggact cttaccttcc tacctttttt 120 

cttactgtca tgtatctgct ctcaatatgg ctgggtaaca agtatatgaa gaacagacct 180 

gctctttctc tcaggggtat cctcaccttg tataatcttg gaatcacact tctctccgcg 240 

tacatgctgg cagagctcat tctctccact tgggaaggag gctacaactt acagtgtcaa 300 

gatcttacca gcgcagggga agctgacatc cgggtagcca aggtgctttg gtggtactat 360 

ttctccaaat cagtagagtt cctggacaca attttcttcg ttttgcggaa aaaaacgagt 420 

cagattactt ttcttcatgt atatcatcat gcttctatgt ttaacatctg gtggtgtgtc 480 

ttgaactgga taccttgtgg acaaagtttc tttggaccaa cactgaacag ttttgtccac 540 

attcttatgt actcctacta tggactttct gtgtttccat ctatgcacaa gtatctttgg 600 

tggaagaaat atctcacaca ggctcagctg gtgcagttcg tgctcaccat cacgcacacc 660 

atgagcgccg tcgtgaaacc gtgtggcttc cccttcggtt gtctcatctt ccagtcatct 720 

tatatgctaa cgttagtcat cctcttctta aatttttatg ttcagacata ccgaaaaaag 780 

ccaatgaaga aagatatgca agagccacct gcagggaaag aagtgaagaa tggtttttcc 840 

aaagcctact tcactgcagc aaatggagtg atgaacaaga aagcacaa 888 

<210> 3 
<211> 4002 
<212> DNA 
<213> Human 
<400> 3 

gatagcgccg ggcagaggga cccggctacc ctggacagcg catcgccgcc cgcccgggtc 60 

gccgcgccac agccgctgcg gatcatggaa catctaaagg cctttgatga tgaaatcaat 120 

gcttttttgg acaatatgtt tggaccgcga gattctcgag tcagagggtg gttcacgttg 180 

gactcttacc ttcctacctt ttttcttact gtcatgtatc tgctctcaat atggctgggt 240 

aacaagtata tgaagaacag acctgctctt tctctcaggg gtatcctcac cttgtataat 300 

cttggaatca cacttctctc cgcgtacatg ctggcagagc tcattctctc cacttgggaa 360 

ggaggctaca acttacagtg tcaagatctt accagcgcag gggaagctga catccgggta 420 

gccaaggtgc tttggtggta ctatttctcc aaatcagtag agttcctgga cacaattttc 480 
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ttcgttttgc 


ggaaaaaaac 


gagtcagatt 


acttttcttc atgtatatca 


teat get tct 


540 


atgtttaaca 


tctggtggtg 


tgtcttgaac 


tggatacctt gtggacaaag 


tttctttgga 


600 


ccaacactga 


acagttttgt 


ccacattctt 


atgtactcct actatggact 


ttctgtgttt 


660 


ccatctatgc 


acaagtatct 


ttggtggaag 


aaatatctca cacaggctca 


gctggtgcag 


720 


ttcgtgctca 


ccatcacgca 


caccatgagc 


gccgtcgtga aaccgtgtgg 


cttccccttc 


780 


ggttgtctca 


tcttccagtc 


atcttatatg 


ctaacgttag tcatcctctt 


cttaaatttt 


840 


tatgttcaga 


cataccgaaa 


aaagccaatg 


aagaaagata tgcaagagcc 


acctgeaggg 


900 


aaagaagtga 


agaatggttt 


ttccaaagcc 


tacttcactg cagcaaatgg 


agtgatgaac 


960 


aagaaagcac 


aataaaaatg 


agtaacagaa 


aaagcacata tactagccta 


acagattggc 


1020 


ttgttttaaa 


gcaaagactg 


aattgaaggt 


tacatgtttt aggataaact 


aatttctttt 


1080 


gagttcataa 


atcatttgta 


cccagaatgt 


attaatatat tgctattagg 


ttaatctgtt 


1140 


aactgaatgc 


tttgatcagc 


attgaggtga 


tgctcacctc cgaggacctc 


agaactggtg 


1200 


cagcttctct 


ctccctccct 


cccacagact 


gaacctttcg ccagaagctg 


tccttataac 


1260 


gccttatacg 


catacacagc 


caggaaacgt 


ggagcattgt ttctcacaga 


gagtctccaa 


1320 


ataaaaaggg 


ttttgttcag 


attaaaatgt 


ttacaacaaa atgttaatta 


tattctaaat 


1380 


acagggtatg 


ttctaatcta 


tattaagcaa 


taatgccagt gcataatcat 


tccatttgtt 


1440 


cctttagcaa 


tcaaccccag 


aaaatattaa 


aatgggatca tacacagaag 


atagaaaaat 


1500 


ctagcaaaac 


ttctctttct 


gtaagccaga 


gtcttgtcta tcagattccc 


acaaccactc 


1560 


ctgattctaa 


atttagtgat 


atggtaatga 


aattggtatt tattttaaat 


attagttatt 


1620 


ctaaggagaa 


aaaaatgctt 


ctgcaagatt 


ttcataattc aggggctgtg 


gataggattg 


1680 


ttcctctgtt 


tccctaatca 


ttcatctgtt 


catgtctccc tcttgtgcca 


gtcagectag 


1740 


gttatacaga 


tgccatgctc 


cacaccacga 


gcagtgtaca aatctggctg 


cccgtttact 


1800 


ttctgagcaa 


gcactggagt 


ccactccgac 


ctttttcttt gaacatgcat 


gctgctggaa 


1860 


tatgtataaa 


tcagaactag 


cagaagtagc 


agagtgatgg gagcaaaata 


ggcactgaat 


1920 


tcgtcaactc 


ttttttgtga 


gcctacttgt 


gaatattacc tcagatacct 


gttgtcactc 


1980 


ttcacaggtt 


atttaagttt 


ttgaagctgg 


gaggaaaaag atgeraertaerc 


ttfreraaaerat 


2040 


tccagcactg 


agccgtgggc 


cggtcatgag 


ccacgataaa aaatgccagt 


ttggcaaact 


2100 


cagcactcct 


gttccctgct 


caggtatatg 


cgatctctac tgagaagcaa 


gcacaaaagt 


2160 


agacaaaagt 


attaatgagt 


atttcctttc 


tccataagtg caggactgtt 


actcactact 


2220 
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aaactctacc aagaatggaa acaaagaata ttttctgaag atttttttga agattaattt 2280 

ataccctata aaataaaact tgttagcttc gatgaagtca cttcatcttc tctcctacct 2340 

tattttttta aataagtttt taggtcctga cactgacatc aaatacatgc acaccagaaa 2400 

ggcatttcca ccaccgtccc cactcattag cgtccagagt gcctttctct ctcggctttt 2460 

tttcccccct gagctctagt tttaaacttt ctcctgttaa aaaaattgta cttttatttc 2520 

atgtaaactg cccctctgag gatttgggca tattttttgg aaggtgccta atgcttagga 2580 

tagtctctag ggtgatgcac tgcacctgct tccttccctt cagtgcggcc gacccatttc 2640 

tgttgaacag atgtctcctg tgtgatgccc ctgactctta catttatctt tctaaatcat 2700 

tttctgaagc tgacttgctc tagggtgctt catcaccact tccatcttgc atcaccttat 2760 

aactgttctg tcttgttctc tcccagcaat ttattttaaa acaagggcta gcttcaagca 2820 

tgactgttaa tggctcctct gtgacaaaac acaagttgga ccaaggagaa agccctttgg 2880 

agaaactgga ccctagttca gtttagatct caaatatagg ctgaaatctc ttaccaaagt 2940 

gcgttccaga taaaaatgag acttagaaga cagactggtc taatatgctc actggtcatc 3000 

acattcagct tattcttacg tgccagtgag gccctaaggt ctcagtgcat agcatacctg 3060 

ccactctgga tgttttcctg' ggcttcatat ctgtatggca aggagggagc tgtccttcag 3120 

cagacaaagt caagcagctt taagtacaag gcagcttgaa acctctctga tgaaagtgaa 3180 

aaatgtgggt agcttatact ttcaaactaa tgccagtgac tagagagagg tttcattcat 3240 

gatgtgtatt tccaatttgg tcttcaattc aagagatgct tcataaaaca cttatagcct 3300 

taaaccattc aagggctaat taaaaaaata gttatgaaat cttagccaca aaaaataaat 3360 

caggtaaaca ttttaacctg tcgttaagtg ttgtaacttc aaaaaaccaa aatgcttatt 3420 

ttaatgtgat ttttctaaaa ctattgaaaa attaatattt ctataatcta ttaaaaaaaa 3480 

tggagaatgt tttctctcaa atttcctctg acccatggga atgaaaatac ttaaatactg 3540 

taaagcatat ctattaataa ttcccccaat tttttaaact aacaaaatgg aatgttaact 3600 

gaatggaatt aaacatagca attgtcaagc catcaaaatt atatatcgaa ccacttaggc 3660 

atgttacggg gtaaagtcct cacccctgca tttgagaaat attttattat ttttatttta 3720 

aggcaaaaca gtgtttactg tgatgggcag aacagccttt tgtatctagg agtccatttg 3780 

agttctttcc aatatttcca tatcgttcat aaatgtgtct gggggcttcc ttgtttggaa 3840 

aatatggata tcgctttgtt ttcctttgaa agtaattata tcttaagaac atagtatcat 3900 

gaatggagta gacagggagg ctgcagaagc catttctctt tgtagataaa aagcattatc 3960 
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tatgattgtt gtataataaa ttgattttta cattaaaaaa aa 



4002 



<210> 4 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

atgacggagg ttgtgaggca ctgcccccac catgagcgc 39 

<210> 5 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 5 

gcgctcatgg tgggggcagt gcctcacaac ctccgtcat 39 

<210> 6 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

cctgtcgtta agtgttgtaa cttc 24 
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<210> 7 ' 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 7 

attgtttaat tccattcagt taacattcc 29 

<210> 8 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 8 

ccggaattca tggaacatct aaaggccttt gatgatg 37 

<210> 9 
<211> 39 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 9 

ccggcggccg cttattgtgc tttcttgttc atcactcca 39 

<210> 10 
<211> 20 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Antisense oligonucleotide designed for EL0VL2 
<400> 10 

agccacacgg tttcacgacg 20 

<210> 11 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 11 

gcagcacttt ggcacaccga 20 

<210> 12 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 12 

gctcaccatc acgcacacca t 21 

<210> 13 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Primer 
<400> 13 

aaccgaaggg gaagccacac 20 
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2002-186815 

ffi m a m m m # 

[000002934] 
1 . M^J! H 1 9 9 2^ 1J!2 2B 

ft Bfr ^KJt^^TiTff^Eit^iffrizgTg i#i 

2. ^MflB 2 0 0 3# 5 J! 9B 

ft m jzWLm-km-fty&KmmmTB i#i 



